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Reviewer 1:
Comment 1:

Simeprevir is traditionally Geno Specific Gla,b here it is said pangenomic

needs references.

Response 1:

Recently, DAAs with pan-genotypic activities simeprevir, sofosbuvir and
daclatasvir have been recommended in triple regimens with PEG-
IFN/ribavirin for the treatment of HCV genotypes 4[ll. Simeprevir is active
against genotypes 1, 2, 4, 5 and 6. It is administered as a once-daily tablet
orally and has demonstrated a favorable safety profile and limited drug-drug
interactions 2. RESTORE, a phase III, multicenter, single-arm, open-label
study, conducted in France and Belgium, evaluated simeprevir (150 mg once-
daily for 12 wk in combination with PegIlFN/RBYV, followed by 12-36 wk of
PegIlFN/RBV only) in 107 patients with HCV 4, either naive or treatment-
experienced Bl. Recent European guidelines have included a 24-48 wk
simeprevir plus PEG-IFN/RBV combination as an option for HCV 4-related
compensated liver disease (including cirrhotics), suggesting interruption of

treatment if HCV-RNA levels are > 25 [U/mL at week 4, 12 or 24[4],

Information was added to clarify this point in the first paragraph (Page: 27),

lines: 4-15, with addition of 3 new references.



Reviewer 2:
Comment 1:

1. The authors should describe the predictive factors such as vital mutations
regarding peg-INF/RBV therapy, although they described IL28B as a
predictive factor. The authors could refer to the following references. Example;
D Kim SR, El Shamy A, Imoto S, et al: Prediction of response to pegylated
interferon/ribavirin combination therapy for chronic hepatitis C genotype 1b
and high viral load. ] Gastroenterol 2012; 47: 1143-51. @ Enomoto N, Sakuma
I, Asahina Y, et al: Mutations in the nonstructural protein 5A gene and
response to interferon in patients with chronic hepatitis C virus 1b infection.
N Engl ] Med 1996; 334: 77-81. @ El Shamy A, Nagano Fujii M, Sasase N, et al:
Sequence variation in hepatitis C virus nonstructural protein 5A predicts
clinical outcome of pegylated interferon/ribavirin combination therapy.
Hepatology. 2008; 48: 38-47. @ Akuta N, Suzuki F, Kawamura Y, et al:
Predictive factors of early and sustained responses to peginterferon plus
ribavirin combination therapy in Japanese patients infected with hepatitis C
virus genotype 1b: amino acid substitutions in the core region and low-

density lipoprotein cholesterol levels. ] Hepatol 2007; 46: 403-10.

Response 1:

Mutations in the NS5A region, particularly in patients with more than 6 aa
mutations in the IRRDR (Interferon Ribavirin resistance - determining region)
are strongly associated with the therapeutic response to PEG-IFN and
ribavirin combination therapy, whereas a less diverse (< 5) IRRDR sequence

predicts non- SVR 571,

Information was added in the first paragraph (Page 21), lines: 11-14, with

addition of 3 references

Comment 2:



2. The authors should add a severe adverse effect including cardiac arrest
concerning DDA combination therapy. The authors could refer to the
following references. Example; ©OMizokami M, Yokosuka O, Takehara T, et al:
Ledipasvir and sofosbuvir fixed-dose combination with and without ribavirin
for 12 weeks in treatment-naive and previously treated Japanese patients with
genotype 1 hepatitis C: an open-label, randomised, phase 3 trial. Lancet Infect
Dis. 2015 Jun; 15(6): 645-653.

Response 2:

The most common and tolerable adverse effects of DAA combination therapy
are nasopharyngitis, headache and malaise [8l. However The FDA warned on
March 2015 that serious slowing of the heart rate can occur when the
antiarrhythmic drug amiodarone is taken together with either Harvoni
(ledipasvir/sofosbuvir) or with SOF taken in combination with another direct
acting antiviral for the treatment of hepatitis C infection. They recommended
that health care professionals should not prescribe either Harvoni or SOF
combined with another direct acting antiviral, such as daclatasvir or Olysio

(simeprevir), with amiodarone .

Information was added in the last paragraph (Page 32), lines: 12-19, with

addition of 2 references
Comment 3:

Minor points: 1.The authors should describe adverse effects such as rash
including Stevens-Johnson syndrome in telaprevir + peg-IFN + ribavirin

treatment.

Response 3:

Telaprevir may cause skin rash, in up to 5%ofcases it can be severe, and it
may cause Stevens-Johnson Syndrome (SJS) [10. On December 2012; FDA

Drug Safety Communication reported serious skin reactions after



combination treatment with the Hepatitis C drugs Incivek (telaprevir), PEG-
IFN alfa, and ribavirin. These types of skin reactions (toxic epidermal
necrolysis (or TEN), drug rash with eosinophilia and systemic symptoms ,
and SJS) may be considered different varieties along a spectrum of serious
skin reactions and can be difficult to tell apart from each other. FDA added a
boxed warning to the Incivek drug label stating that Incivek combination
treatment must be immediately stopped in patients experiencing a rash with

systemic symptoms or a progressive severe rash [111.

Information was added in the second paragraph (Page 26), lines: 13-20, with

addition of 2 references:
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Answer to chief editor:

We had change ref 201.

Thank you!
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